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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
tn re applicaliori of • 
Sabine FRICKE et at. 

Group An Unit; 1617 

Serial No.: 1 0/798 J80 ■ 

Exj^mUicr: San Ming HUl 

Filed: March !2»2004 ; 

For: MRTHODS AND PHARMACEUTICAL COMPOSII IONS FOR RBLIABLK 
ACHtEVEMBNT OF ACCEPTABLE SERUM ITiS f RROWE LEVELS 

SECOND D£ ri ^R^TIQT^ UNUKR 37 C RR. 81.02 

Commis^sioner for Patents 
P.O.Box 1450 
Alexaadm, VA22313-1450 

Sir: 

L Dv. Sabine Fricke* being duly warned, declare that: 
I am a citizen of Gi^mf^any, residing in Jena. Germany. 
[ am an inventor of the above-captlonod application. 

If a patent issues from this application and if it is decid<^d by ih^ aaiaigne\? Xq pumje i\ 
commercial product felling tinder its claims and if such a commait>ial product is approv^sd by 
\'0A and sold in ih^ US, then under German law, I and the other inv^fntors will receive some 
income derived from such sales, 

1 previously submiUed two Declarations under 37 C.F*R. §I>i32 piwimjsly in ihis 
application. My expertise for making this declaration is further demwstrated in the CV attached 
to the first of those two previous declarationn that wais signed by me on January 15, 

I am tamitiar with the invention described in the above^captioned applicaticin and wiih 
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ihc grounds for rejection made against the claims of lh<; application in the QXTi^a Action maikj 
June 12. 2009, from the U.S. Patent and Trademark Office. I hav«j reviewed in the RiRkin 
et | J. Phsrm. Sol. 53, 891-895 (1964)] reference cted in the OfOce action. 

In Uic article, Riffkin et aL describe the parenteral atiministrmton of si^jroM hormones in 
highly-concentrated oily solutions, including in castor oiL In aninnal studies O able 111), an 
extended dwell time of oil in the muscle can be expecicu;! with a reduced number of injections. 

Table iV in Rifflctn et al describes specific mlKtures of their oily solution vehicles iind 
tables V and VI describe mixtures of certain steroids {not including teKto>sterone inidecanome) 
with the vehicles. In the tables, Rifikin et al de^cribijs the dependency of the lesion sixc on the 
rat muscle after the injection of mixtures of various oils with ben/y I l:»enzoate (and benzyl 
tticohot). l^he mixtures are described giving a % vslue tbr the oil mc\ l>enzy) ben^-ostc. 
I lowever, no infonnalion on the type of percent {i.e., percent liy volume or by weight) is 
provided by the authors, so that in principle, it remains open v/hether percent by volume or 
percent by weight is meant. 

in praciice, however, one skilled in the ait will aiwijys meter pure castor oil by vveiglu and 
noi by volume. Because of its very high viscosity of 10(10 mPa (by c-omparison. wiiier has a 
viscosity of 1 mPa), castor oil would always, when metered by volume, continue to tlow fer a 
long lime in a volume measuring device and would thus make H very diOicult to en«uro exact 
metering by volume. 

Also, in a metering, e.g,, by means of a scaled syringe, an exact volume metering would 
not be possible^ since castor oil remains suspended in, among other places, the Luer cone of the 
syringe. The Syringe thus would hav^ to be back-weij^ted al ihc end to determine exactly the 
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amount thai is actually dispensed* 

In addition, the influence of the tempemlure piays a significant role in a vytumo m«terU>g. 

Bt-tbre tiie production ofthe mixture, one skills in the art wou)d thus hiiv*? to lomper the 
indlviduiil components (castor oil and benzyl betizoafe) to perform an accurtHtf voUuni? metcdng. 

in the case of castor oil> this would take a longer time tecau^D ofthe high viscosity, 
Advantageously, moreover, the process must be performed in an air-conditioned r<K>m. hi any 
Ccise, the amount of time and effort thst would be nesdt-d to produce the mixture b^i^&t\ on 
volume would be mnny limes higher in comparison to thfcit based on weight. 

Another indication that percent by weight is meant comes from the st^itemcnl (pnga 894, 

first paragraph): 

The Eiddition of benzyl alcohol or ben7.yl ben^-oaic to citstor oil rcrsulted in a lower and 
more lavoumble viscosity, making it easier to inject, 

li wouki be counterintuitive to one skilled in the m - knowing the high vijscosuy of pure c^Klor 
oil and the associated poor injectability that metering would be conducted by volume Ibr a 
votumeH vwluo of castor oil or mixture that consists oi castor oil sind benayl bcn^oatc. 

In summary, it can 1>e noted that because ofthe greater expenditun^ of nrne. ihe possibiliiy 
for inaccuracy and the injection issues, one skilled in the Liri would not consider a melcnng by 
volume of castor oil- In view thereof, the only practical interpretailion of the Riftkin el £il, 
disclosure is that the % values given in the Tables refer to the percent by weiijht. 

Although for the above reasons it is clear to n^e that Kiffl<in must nafer to weigW% for its 
values. 1 have conducted a further experiment to providt: a compiirison to ftiftUin'i? 50% cttstor 
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on/50% benzyl bcnzoate vehicle-oniy embodimeni (Table I.V), if ii is assumed thti v«lui3S it 
discloses an? in volume %, The experiment was conducltJci oi\ this mixUire uptkr Iho same 
piotoccii as described m my previous declaration. Hie mixUiri; is chfiracterijjed m follows: 

|Vlix{n{4 ratio: 

25 g TU in «i mixture of 53.9 weight% benzyl benzOiite h~ 46,1 wciftht% relwd castor oil 
Coavf^mon; 

Bayed on a denaiiy for bc^^yl bonzoatc of 1.12 g/cm'^ and density for refined trmaor oil of 0.958 

g/cm \ this mixture converts to the followine volume % values: 

25 g I U in p mixture of 50 vol% benzyl benzoate + 50 vo!% refined castor oil 

Results^ 

Stability of the oily solutions at 2-8 °C (fridge) 1 he solutions were considered itoble if there 
was exhibited no precipitate {crystals) in the ampoule aAer 34 days lime. The dftta m-e i^hown in 
the ttttacbed table. The only solution which maintained sufllcient solubility in the testis was a 
solution containing TU in a 37 weigbt% (40,7 vol%) cLisior oil m^ii 63 weight% (59,3 voJ%) 
eosolvent oily solution* 

The data> as follows, are presented In the ssame fonnat and together wish ihe castor oil 
data from my previous declaration. The new data is in ihu bold-lypc row. I'he \mi row 
corresponds to the claimed invention. 
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The additional data are consisteni with my previous doclaniliOR dtjmonstrating that castor oil is 
surprisingly advj^niagcoiis when us«d In a lower cjonccntmtion relative to ihc <;:oKolvent according 
to the claimed inventiori - even when compared lo 50 vol%/50 vol% cas*iqr oil/bcqzyl bcnxcKUe 
vehicle. 



I hereby declare that alf statements made herein of my own knowledge «re true snd Unii 
all staiomenliJ made on in formation and belief are believed tiu<*; and furdier that these staiemeni^s 
wcr<? made with the knowledge that willful falise statements and the tike so made are punishable 
by Hnc or imprisonment, or both, under section 1001 of rille IS of thv* UnUed States Code, and 
that such willJul false statements may jeopardize the validity of tha application or any patent 
issuing thoreon. 

Dr, Sabine Fricke 
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